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WHAT IS CLAIMED IS: 



1. \A compound of Formula (I): 



R 2a O 




R 3 R 3a 



10 \ (I) 

wherein: 

R 1 is selected from the gro)ro consisting of hydrogen, alkyl, substituted 
alkyl, alkenyl, substituted alkenyl\cycloalkyl, substituted cycloalkyl, 
cycloalkenyl, substituted cycloalkemwr^yl, substituted aryl, heteroaryl, 

15 substituted heteroaryl, heterocyclic ajrcL substituted heterocyclic; 

R 3 and R 3a are independently selectecl from the group consisting of 
hydrogen, halogen, alkyl, substituted alky l\ alkenyl, alkynyl, alkoxy, 
haloalkoxy, alkylthio, or -(Alk^R* 1 in whicHsAlk 6 is a C 1 _ 3 alkylene chain, m 
is 0 or 1 and R b is hydroxy, thiol, nitro, cyano\carboxy, -COjR 0 (wherein R c 

20 is alkyl), -S0 3 H, -SOR c , -S0 2 R c , -S0 3 R c , -OC0 2 R c , -C(0)H, -COR c , - 

OCOR c , -CSR C , -NR d R e (wherein R d and R e are independently hydrogen, 
alkyl, or substituted alkyl), -CONR d R e , -OCONR d R e \-NR d COR e , -CSNR d R e , 
-NR d CSR e , -S0 2 NR d R e , -NR d S0 2 R e , -NR d CONR e R f (\here R f is hydrogen 
alkyl, or substituted alkyl) or -Nf d S0 2 NR e R f ; 

25 X is selected from the group consisting of hydroxy 1, klkoxy, substituted 

alkoxy, alkenoxy, substituted alkenoxy, cycloalkoxy, substituted cycloalkoxy, 
cycloalkenoxy, substituted cycloalkenoxy, aryloxy, substitutes aryloxy, 
heteroaryloxy, substituted heteroaryloxy, heterocyclyloxy, substituted 
heterocyclyloxy and -NR"R" where each R" is independently selWted from 

30 the group consisting of hydrogen, alkyl, substituted alkyl, alkenyl, \substituted 
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alkeiwl, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic and substituted heterocyclic; 

A is\an aryl, heteroaryl, cycloalkyl, or heterocyclic group wherein said 
aryl, he ternary 1, cycloalkyl, or heterocyclic group is optionally substituted, 
on any ring atom capable of substitution, with 1-3 substituents selected from 
the group consisting of alkyl, substituted alkyl, alkoxy, substituted alkoxy, 
acyl, acylamino\hiocarbonylamino, acyloxy, amino, substituted amino, 
amidino, alkyl amieiino, thioamidino, aminoacyl, aminocarbonylamino, 
aminothiocarbonylamino, aminocarbonyloxy, aryl, substituted aryl, aryloxy, 
substituted aryloxy, aryloxy aryl, substituted aryloxy aryl, cyano, halogen, 
hydroxyl, nitro, oxo, carboxyl, cycloalkyl, substituted cycloalkyl, guanidino, 
guanidinosulfone, thiol, thioalkyl, substituted thioalkyl, thioaryl, substituted 
thioaryl, thiocycloalkyl, substitu^d/thiocycloalkyl, thioheteroaryl, substituted 
thioheteroaryl, thioheterocyclicAspbstituted thioheterocyclic, heteroaryl, 
substituted heteroaryl, heterocyclic, substituted heterocyclic, cycloalkoxy, 
substituted cycloalkoxy, heteroaryloxy, substituted heteroaryloxy, 
heterocyclyloxy, substituted heterocyVlyloxy, oxycarbonylamino, 
oxythiocarbonylamino, -OS(0) 2 -alkyl,\pS(0) 2 -substituted alkyl, -OS(0) 2 - 
aryl, -OS(0) 2 -substituted aryl, -OS(0) 2 -Hteteroaryl, -OS(0) 2 -substituted 
heteroaryl, -OS(0) 2 -heterocyclic, -OS(0) 2 -Vubstituted heterocyclic, -OS0 2 - 
NRR where each R is independently hydrogejn or alkyl, -NRS(0)2-alkyl, - 
NRS(0) 2 -substituted alkyl, -NRS(0) 2 -aryl, -NRS(0) 2 -substituted aryl, - 
NRS(0) 2 -heteroaryl, -NRS(0) 2 -substituted hetetoaryl, -NRS(0) 2 - 
heterocyclic, -NRS(0) 2 -substituted heterocyclic, ANRS(0) 2 -NR-alkyl, - 
NRS(0) 2 -NR-substituted alkyl , -NRS(0) 2 -NR-ary l\-NRS(0) 2 -NR-substituted 
aryl, -NRS(0) 2 -NR-heteroaryl, -NRS(0) 2 -NR-substifuted heteroaryl, - 
NRS(0) 2 -NR-heterocyclic, -NRS(0) 2 -NR-substituted Heterocyclic where R is 
hydrogen or alkyl, -N[S(0) 2 -R'] 2 and -N[S(0) 2 -NR'] 2 \here each R' is 
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aryl, substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic and 
substituted heterocyclic; 
R 2a isWher: 

(i) an -Ar'^R 9 group where Ar 1 is aryl or heteroaryl optionally substituted 
with one or two substituents selected from the group consisting of hydroxy, 
acyl, acylamino\ aminoacyl, acyloxy, alkyl, substituted alkyl, alkoxy, 
substituted alkoxy\ amino, aminoacyl, aminocarbonyloxy, carboxyl, 
carboxylalkyl, carboxylamido, cyano, thiol, thioalkyl, substituted thioalkyl, 
halo, nitro provided that said acyl, acylamino, acyloxy, substituted alkyl, 
substituted alkoxy and Substituted thioalkyl do not carry an aryl, substituted 
aryl, heteroaryl or substituted heteroaryl group; and R 9 is selected from the 
group consisting of acyl, acylamino, acyloxy, aminoacyl, 
aminocarbonylamino, aminomiocarbonylamino, aminocarbonyloxy, 
oxycarbonylamino, oxythiocarWm^amino, thioamidino, thiocarbonylamino, 
aminosulfonylamino, aminosulranyloxy, aminosulfonyl, oxysulfonylamino 
and oxysulfonyl provided that wnon R 9 is acylamino or acyloxy then the 
acylamino or acyloxy group does not carry an aryl, substituted aryl, 
heteroaryl or substituted heteroaryl group; or 

(ii) a group of formula (a) or (b): \ 




wherein: \ 

Ar 2 is an aryl or heteroaryl group optionally \substituted, in addition to 
ring B or C, with one or two substituent(s) selected from the group consisting 
of hydrogen, halogen, hydroxy, alkoxy, substituted\alkoxy, acyloxy, 
substituted acyloxy, amino, alkylamino, substituted alkylamino, dialkylamino, 
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substituted dialkylamino, acylamino, substituted acylamino, N-acyl-N- 
alkylamino, substituted N-acyl-N-alkylamino, (alkylsulfonyl)amino, 
substituted (alkylsulfonyl)amino, N-(alkylsulfonyl)-N-alkylamino, substituted 
N-(alkylsulfonyl)-N-alkylamino, alkyl, substituted alkyl, cycloalkyl, 
substituteaNcycloalkyl, alkenyl, substituted alkenyl, cycloalkenyl, substituted 
cycloalkenyl\alkynyl, substituted alkynyl, cyano, acyl, substituted acyl, 
carboxy, substituted carboxy, thiol, alkylthio, substituted alkylthio, 
alkylsulfoxy, substituted alkylsulfoxy, alkylsulfonyl, and substituted 
alkylsulfonyl; \ 
Z is -O- or -S-;\ 

B is a group wherein W, together with -C( = Z)NR 2 -, forms a saturated or 
unsaturated heterocyclicWoup containing 2 to 5 carbon atoms and 0 to 4 
additional heteroatoms selected from the group consisting of nitrogen, 
oxygen, and -SO n - (where A is 0 to 2) wherein said saturated or unsaturated 
heterocyclic group is optionally fused with one or two ring(s) structures 
selected from the group consisting^ cycloalkyl, cycloalkenyl, heterocyclic, 



aryl and heteroaryl group to foi 
wherein said heterocyclic grouj 



a pi- or tri-fused ring system and further 
ad each of such ring structures are 
optionally substituted with 1 to 3 substituents selected from the group 
consisting of with one or two substituent(s) selected from the group consisting 
of hydrogen, halogen, hydroxy, alkoxjc, substituted alkoxy, acyloxy, 
substituted acyloxy, amino, alkylaminoAsubstituted alkylamino, dialkylamino, 
substituted dialkylamino, acylamino, substituted acylamino, N-acyl-N- 
alkylamino, substituted N-acyl-N-alkylamino, alkylene dioxy, 
(alkylsulfonyl)amino, substituted (alkylsulfonyl)amino, N-(alkylsulfonyl)-N- 
alkylamino, substituted N-(alkylsulfonyl)-N-alkylamino, alkyl, substituted 
alkyl, cycloalkyl, substituted cycloalkyl, alkenw, substituted alkenyl, 
cycloalkenyl, substituted cycloalkenyl, alkynyl, substituted alkynyl, cyano, 
acyl, substituted acyl, carboxy, substituted carboxy, nitro, thiol, alkylthio, 
substituted alkylthio, alkylsulfoxy, substituted alkylsulfoxy, alkylsulfonyl, 
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to 



Substituted alkylsulfonyl, aryl, substituted aryl, heteroaryl, and substituted 
heteroaryl; 

>2 is selected from the group consisting of alkyl, substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, cycloalkyl, substituted 
cycloalkyl, cycloalkenyl, and substituted cycloalkenyl; 

C is si group wherein W, together with -C( = Z)N-, forms a saturated or 
unsataratea\heterocyclic group containing 2 to 5 carbon atoms and 0 to 4 
additional het^roatoms selected from the group consisting of nitrogen, 
oxygen, and -SQ n - (where n is 0 to 2) wherein said saturated or unsaturated 
10 heterocyclic groito is optionally fused with one or two ring(s) structures 

selected from the group consisting of cycloalkyl, cycloalkenyl, heterocyclic, 
aryl and heteroaryl group to form a bi- or tri-fused ring system and further 
wherein said heterocyclic group and each of such ring structures are 
optionally substituted with 1 to 3 substituents selected from the group 
15 consisting of with one or b&b substituent(s) selected from the group consisting 
of hydrogen, halogen, hydroxy, alkoxy, substituted alkoxy, alkylenedioxy, 
acyloxy, substituted acylolcjO^niino, alkylamino, substituted alkylamino, 
dialkylamino, substituted dialkwamino, acylamino, substituted acylamino, N- 
acyl-N-alkylamino, substituted N\acyl-N-alkylamino, (alkylsulfonyl)amino, 
20 substituted (alkylsulfonyl)amino, Nr(alkylsulfonyl)-N-alkylamino, substituted 
N-(alkylsulfonyl)-N-alkylamino, alkyl, substituted alkyl, cycloalkyl, 
substituted cycloalkyl, alkenyl, substituted alkenyl, cycloalkenyl, substituted 
cycloalkenyl, alkynyl, substituted alkynyl, cyano, nitro, acyl, substituted 
acyl, carboxy, substituted carboxy, thiol, ^lkylthio, substituted alkylthio, 
25 alkylsulfoxy, substituted alkylsulfoxy, alkylsulfonyl, substituted 

alkylsulfonyl, aryl, substituted aryl, heteroaryl, and substituted heteroaryl; or 
(iii) HetAr where HetAr is a nitrogen containing heteroaryl that is optionally 
substituted with an aryl or substituted aryl gkpup; 
and enantiomers, diasteromers and pharmaceu^cally acceptable salts 
30 thereof; 
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and further wherein the compound of Formula I has a binding affinity to 
^-4 as expressed by an IC 50 of about 15/xM or less. 

Theseompound of Claim 1 wherein R 2a is an -Ar*-R 9 group wherein Ar 1 
and R? are as defined above. 

The compound of Claim 1 wherein Ar 1 is phenyl with the R 9 in the para 
position oithe phenyl ring. 

The compouno\of Claim 3 wherein R 9 is selected from the group 
consisting of -O^Z a -NR u R ir and -0-Z a -R 12 wherein R 11 and R 11 ' are 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, cycloalkyl, substituted cycloalkyl, cycloalkenyl, 
substituted cycloalkenyl, heterocyclic, substituted heterocyclic, and 
where R 11 and R 11 are }#nled to form a heterocycle or a substituted 
heterocycle, R 12 is selected from the group consisting of heterocycle and 
substituted heterocycl^J and Z a is selected from the group consisting of - 
C(O)- and -S0 2 -. \ 

The compound of Claim 4 wherein R 9 is -OC(0)NR n R n 

The compound of Claim 1 wherein Arl is phenyl with a -OCON(Cf^) 2 
group at the para position of the phenyl ring. 

The compound of Claim 1 wherein A in the above compounds is 
heteroaryl optionally substituted with 1 to 3 substituents selected from 
the group consisting of alkyl, substituted alkyl, alkoxy, substituted 
alkoxy, amino, substituted amino, cycloalkyl, substituted cycloalkyl, 
aryl, substituted aryl, heteroaryl, substituted neteroaryl, heterocyclic, 
substituted heterocyclic and halogen. \ 
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Hie compound of Claim 1 wherein A is selected from the group 
consisting of l-oxo-l,2,5-thiadiazole, l,l-dioxo-l,2,5-thiadiazole, 
pyri&azine, pyrimidine or pyrazine wherein said rings are optionally 
substituted with 1 to 3 substituents selected from the group consisting of 
alkyl, substituted alkyl, alkoxy, substituted alkoxy, amino, substituted 
amino, cyaloalkyl, substituted cycloalkyl, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, heterocyclic, substituted heterocyclic 
and halogen. 



10 



9. The compound of Claims 1-8 wherein R 1 , R 3 and R 3a are hydrogen, and 
X is hydroxyl. 



15 



20 



10. The compound of Claim^l wherein the compound has formula Ila, lib, 
lie, lid or He: 



R 9 



N 




R8 



/N R. 



Ila 



25 




lib 



30 
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lie 



lid 




lie 



wherein X is hydroxy or alkoxy; \ 
R 1 is hydrogen; \ 

R 5 is selected from the group consisting\of alkyl, substituted alkyl, 
alkenyl, substituted alkenyl, aryl, substituted &ryl, cycloalkyl, substituted 
cycloalkyl, cycloalkenyl, substituted cycloalkenyl, heterocyclic, substituted 
heterocylic, heteroaryl and substituted heteroaryl\ 

R 6 is selected from the group consisting of hydrogen, alkyl, substituted 
alkyl, cycloalkyl, substituted cycloalkyl, cycloalkenyl, substituted 
cycloalkenyl, heterocyclic, substituted heterocyclic, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, and -S0 2 R 10 where R 10 is selected from the 
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group consisting of alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, 
cycloalkenyl, substituted cycloalkenyl, heterocyclic, substituted heterocyclic, 
aryl Substituted aryl, heteroaryl, substituted heteroaryl; 

R^and R 8 are independently selected from the group consisting of 
hydrogenv alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, aryl, 
substituted \ryl, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic and halogen; 

R 16 and R*\are independently selected from the group consisting of 
hydrogen, alkyl, Substituted alkyl, alkoxy, substituted alkoxy, amino, 
substituted amino, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, 
heteroaryl, substituted, heteroaryl, heterocyclic, substituted heterocyclic and 
halogen; and \ 

R 18 is selected from the group consisting of alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, Vn^mo, substituted amino, cycloalkyl, substituted 
cycloalkyl, aryl, substitated/atyf, heteroaryl, substituted heteroaryl, 
heterocyclic and substitutedneterocyclic; 

R 20 is selected from the groub consisting of hydrogen, alkyl, substituted 
alkyl, alkoxy, substituted alkoxy, cycloalkyl, substituted cycloalkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic and halogen; \ 

R 21 is selected from the group consisting of alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, amino, substituted amino, cycloalkyl, substituted 
cycloalkyl, aryl, substituted aryl, heterocyclic and substituted heterocyclic; 

b is 1 or 2; \ 

Ar 1 is aryl or heteroaryl optionally substituted with one or two 
substituents selected from the group consisting of hydroxy, acyl, acylamino, 
acyloxy, alkyl, substituted alkyl, alkoxy, substituted alkoxy, amino, 
aminoacyl, aminocarbonyloxy, carboxyl, carboxylalkyl, carboxylamido, 
cyano, thiol, thioalkyl, substituted thioalkyl, halo, nitro provided that said 
acyl, acylamino, acyloxy, substituted alkyl, substituted^alkoxy and substituted 
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thfoalkyl do not carry an aryl, substituted aryl, heteroaryl or substituted 
hetei\paryl group; and 

R\is selected from the group consisting of acyl, acylamino, acyloxy, 
aminoacVl, aminocarbonylamino, aminothiocarbonylamino, 
aminocarbbnyloxy, oxycarbonylamino, oxythiocarbonylamino, thioamidino, 
thiocarbonylamino, aminosulfonylamino, aminosulfonyloxy, aminosulfonyl, 
oxysulfonylamino and oxysulfonyl provided that when R 9 is acylamino or 
acyloxy then the\acylamino or acyloxy group does not carry an aryl, 
substituted aryl, hWroaryl or substituted heteroaryl group; 

and enantiomerV diastereomers and pharmaceutical^ acceptable salts 
thereof. \ 

11. The compound of ClJiim 10 wherein Ar 1 is phenyl, pyridinyl, or 
pyrimidinyl ring. \ 

12. The compound of ClaiigiM wherein R 9 is selected from the group 
consisting of -O-Z^NR 1 ^ 1 ^ and -0-Z a -R 12 wherein R 11 and R 11 ' are 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, cycloalkyl, substituted cycloalkyl, cycloalkenyl, 
substituted cycloalkenyl, heterocyclic, substituted heterocyclic, and 
where R u and R 11 ' are joined to form a heterocycle or a substituted 
heterocycle, R 12 is selected from the, group consisting of heterocycle and 
substituted heterocycle, and Z a is selected from the group consisting of - 
C(O)- and -SO r . \ 

13. The compound of Claim 12 wherein R 9 i^-OC^NR 1 ^ 11 '. 



14. The compound of Claim 13 wherein X is hy< 
hydrogen and R 9 is -OCON(CH 3 ) 2 . 



oxy and R 1 , R 3 and R 3a are 
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15. The compound of Claim 1 wherein R 2a is a group of formula (a) or (b): 





U3 



10 



15 



20 



25 



30 



wherein Ar 2 , B, C and Z are as defined above. 

16. The compound of Claim 15 wherein B is either: 

(a) a group wherein W, together with -C( = Z)NR 2 - where Z is -O-, forms an 
unsaturated heterocyclic group containing 3 or 4 carbon atoms and 0 or 1 
additional nitrogen atoms ana further the wherein the unsaturated heterocyclic 
group is optionally substituted \ in addition to the R 2 group, with 1 or 2 
substituents selected from the gr)^t{j7consisting of alkyl, alkoxy, substituted 
alkoxy, alkenyloxy, substituted/al^efiyloxy, halo, hydroxy, mono or 
dialkylamino; or 

(b) a group wherein W, together with -C( = Z)NR 2 - where Z is -O-, forms a 
saturated or unsaturated heterocyclic group containing 3 or 4 carbon atoms 
and 0 or 1 additional nitrogen atoms wherein said saturated or unsaturated 
heterocyclic group is fused to a heterocyclic ring selected from the group 
consisting of dioxolane, dioxane, homodioxane, oxetane, tetrahydrofuran, 
dihydropyran, furan, oxazolidine, oxazole, isoxazole, oxazolidinone, 
oxathiolane, and l,3-dioxolan-2-one and wherein the resulting fused ring is 
optionally substituted, in addition to the R 2 group, on any ring atom capable 
of substitution with 1 or 2 substituents selected rtom the group consisting of 
alkyl, alkoxy, substituted alkoxy, alkenyloxy, substituted alkenyloxy, halo, 
hydroxy, mono or dialkylamino; and 

C is either: 
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(a) a group wherein W, together with -C( = Z)NR 2 - where Z is -O-, forms an 
unsaturated heterocyclic group containing 2 to 4 carbon atoms and 0 to 2 
additional nitrogen atoms and further the wherein the unsaturated heterocyclic 
group is optionally substituted, in addition to the R 2 group, with 1 or 2 
substituents selected from the group consisting of alkyl, alkoxy, substituted 
alkoxy, alkenyloxy, substituted alkenyloxy, halo, hydroxy, mono or 
dialkylamino; or \ 

(b) a group wherein^W, together with -C( = Z)NR 2 - where Z is -O-, forms a 
saturated or unsaturated heterocyclic group containing 2 to 4 carbon atoms 
and 0 to 2 additional nitrogen atoms wherein said saturated or unsaturated 
heterocyclic group is fused, to a heterocyclic ring selected from the group 
consisting of dioxolane, dioxane, homodioxane, oxetane, tetrahydrofuran, 
dihydropyran, furan, oxazolioin^f oxazole, isoxazole, oxazolidinone, 
oxathiolane, and l,3-dioxolanf-2rope and wherein the resulting fused ring is 
optionally substituted, in adcmiork to the R 2 group, on any ring atom capable 
of substitution with 1 or 2 substituWs selected from the group consisting of 
alkyl, alkoxy, substituted alkoxy, alkenyloxy, substituted alkenyloxy, halo, 
hydroxy, mono or dialkylamino. \ 

17. The compound of Claim 16 whereinxR 1 , R 3 and R 3a are hydrogen, and X 
is preferably hydroxy. \ 



18. 



The compound of Claim 1 wherein the compounds has the formula Ilia, 
Illb, IIIc, Hid, or Hie: \ 




30 
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Hid 



Hie 



wherein: / \ 

X is hydroxy 1 or alkoxy; \ 

Ar 2 is an aryl or heteroaryl group optionally substituted, in addition to 
ring BorC, with one or two substituent(s)Wlected from the group consisting 
of hydrogen, halogen, hydroxy, alkoxy, substituted alkoxy, acyloxy, 
substituted acyloxy, amino, alkylamino, substituted alkylamino, dialkylamino, 
substituted dialkylamino, acylamino, substitutedWylamino, N-acyl-N- 
alkylamino, substituted N-acyl-N-alkylamino, (allcvlsulfonyl)amino, 
substituted (alkylsulfonyl)amino, N-(alkylsulfonyl)-M-alkylamino, substituted 
N-(alkylsulfonyl)-N-alkylamino, alkyl, substituted alkyl, cycloalkyl, 
substituted cycloalkyl, alkenyl, substituted alkenyl, cycloalkenyl, substituted 
cycloalkenyl, alkynyl, substituted alkynyl, cyano, acyl, substituted acyl, 
carboxy, substituted carboxy, thiol, alkylthio, substituted alkylthio, 
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10 



15 



20 



25 



30 



alkylsulfoxy, substituted alkylsulfoxy, alkylsulfonyl, and substituted 
alkylsulfonyl; 

RAis selected from the group consisting of alkyl, substituted alkyl, 
alkenyl, substituted alkenyl, aryl, substituted aryl, cycloalkyl, substituted 
cycloalkyl, Yycloalkenyl, substituted cycloalkenyl, heterocyclic, substituted 
heterocylic, Heteroaryl and substituted heteroaryl; 

R 6 is selected from the group consisting of hydrogen, alkyl, substituted 
alkyl, cycloalkyl, ^substituted cycloalkyl, cycloalkenyl, substituted 
cycloalkenyl, heterocyclic, substituted heterocyclic, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, and -S0 2 R 10 where R 10 is selected from the 
group consisting of alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, 
cycloalkenyl, substituted Cycloalkenyl, heterocyclic, substituted heterocyclic, 
aryl, substituted aryl, heteroaryl, substituted heteroaryl; 

R 7 and R 8 are independently selected from the group consisting of 
hydrogen, alkyl, substituted alkyl, cycloalkyl, substituted cycloalkyl, aryl, 
substituted aryl, heteroaryl, subsjtjttjfed heteroaryl, heterocyclic, substituted 
heterocyclic and halogen; 

R 16 and R 17 are independently selected from the group consisting of 
hydrogen, alkyl, substituted alkyl, alkoxy, substituted alkoxy, amino, 
substituted amino, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, heterocyclic, substituted heterocyclic and 
halogen; and 

R 18 is selected from the group consisting of alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, amino, substituted amino, cycloalkyl, substituted 
cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
heterocyclic and substituted heterocyclic; 

R 20 is selected from the group consisting of hVdrogen, alkyl, substituted 
alkyl, alkoxy, substituted alkoxy, cycloalkyl, substituted cycloalkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic and halogen; 
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R 21 is selected from the group consisting of alkyl, substituted alkyl, 
alkoxy\ substituted alkoxy, amino, substituted amino, cycloalkyl, substituted 
cycloalkyl, aryl, substituted aryl, heterocyclic and substituted heterocyclic; 

b is 1 V 2; and 

B is a grbup wherein W, together with -C( = Z)NR 2 -, forms a saturated or 
unsaturated heterocyclic group containing 2 to 5 carbon atoms and 0 to 4 
additional heteroatpms selected from the group consisting of nitrogen, 
oxygen, and -SO n - where n is 0 to 2) wherein said saturated or unsaturated 
heterocyclic group is Optionally fused with one or two ring(s) structures 
selected from the group\eonsisting of cycloalkyl, cycloalkenyl, heterocyclic, 
aryl and heteroaryl group\to form a bi- or tri-fused ring system and further 
wherein said heterocyclic gWxp and each of such ring structures are 
optionally substituted with 1 tto 3 substituents selected from the group 
consisting of with one or two substituent(s) selected from the group consisting 
of hydrogen, halogen, hydroxy, alkoxy, substituted alkoxy, acyloxy, 
substituted acyloxy, amino, alky laiMmo^ substituted alkylamino, dialkylamino, 
substituted dialkylamino, acylamim><^ibstituted acylamino, N-acyl-N- 
alkylamino, substituted N-acyl-N-alkylafcnino, alkylenedioxy, 
(alkylsulfonyl)amino, substituted (alkylsukbnyl)amino, N-(alkylsulfonyl)-N- 
alkylamino, substituted N-(alkylsulfonyl)-NValkylamino, alkyl, substituted 
alkyl, cycloalkyl, substituted cycloalkyl, alkenyl, substituted alkenyl, 
cycloalkenyl, substituted cycloalkenyl, alkynyL substituted alkynyl, cyano, 
acyl, substituted acyl, carboxy, substituted carboxy, nitro, thiol, alkylthio, 
substituted alkylthio, alkylsulfoxy, substituted alkylsulfoxy, alkylsulfonyl, 
substituted alkylsulfonyl, aryl, substituted aryl, heteroaryl, substituted 
heteroaryl; \ 

R 2 is selected from the group consisting of alkyl\ substituted alkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, cycloalkyl, substituted 
cycloalkyl, cycloalkenyl, and substituted cycloalkenyl; and 
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and enantiomers, diastereomers and pharmaceutical^ acceptable salts 



thereof 



19. The cWnpound of Claim 18 wherein B is either: 

(a) a groupWherein W, together with -C( = Z)NR 2 - where Z is -O-, forms an 
unsaturated heterocyclic group containing 2 to 4 carbon atoms and 0 to 2 
additional nitrogWt atoms and further the wherein the unsaturated heterocyclic 
group is optionallyvsubstituted, in addition to the R 2 group, with 1 or 2 
substituents selectedNfrom the group consisting of alky 1, alkoxy, substituted 
alkoxy, alkenyloxy, substituted alkenyloxy, halo, hydroxy, mono or 
dialkylamino; or 

(b) a group wherein W, tWether with -C( = Z)NR 2 - where Z is -O-, forms a 
saturated or unsaturated heterocyclic group containing 2 to 4 carbon atoms 
and 0 to 2 additional nitrogen \toms wherein said saturated or unsaturated 



heterocyclic group is fused to a 
consisting of dioxolane, dioxant 



^cyclic ring selected from the group 
jom^dioxane, oxetane, tetrahydrofuran, 
dihydropyran, furan, oxazolidirie > ^tfcazole, isoxazole, oxazolidinone, 
oxathiolane, and l,3-dioxolan-2-one Wd wherein the resulting fused ring is 
optionally substituted, in addition to the R 2 group, on any ring atom capable 
of substitution with 1 or 2 substituents selected from the group consisting of 
alkyl, alkoxy, substituted alkoxy, alkenyloxy, substituted alkenyloxy, halo, 
hydroxy, mono or dialkylamino. 



20. The compound of Claim 19 wherein Ai 2 isypreferably phenyl. 



21. The compound of Claim 1 wherein R 2a is Het&r where HetAr is a 

nitrogen containing 6- membered heteroaryl th^t is optionally substituted 
with an aryl or substituted aryl group. 



• 
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15 



I H 
R 6 



Ar 3 
HetAr. 




H 



.COX 



IVe 



wherein: 

HetAr is a nitrogen containing heteroaryl group; 
10 Ar 3 is aryl or substituted aryl; 

R 5 is selected from the group consisting of alkyl, substituted alkyl, 
alkenyl, substituted alkenyly aryl, substituted aryl, cycloalkyl, substituted 
cycloalkyl, cycloalkenyl, substituted cycloalkenyl, heterocyclic, substituted 
heterocylic, heteroaryl and substituted heteroaryl; 

R 6 is selected from the grou]3\consisting of hydrogen, alkyl, substituted 
alkyl, cycloalkyl, substituted cyclo^yij cycloalkenyl, substituted 
cycloalkenyl, heterocyclic, substituted heterocyclic, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl^tfra -^0 2 R 10 where R 10 is selected from the 
group consisting of alkyl, substituted alk^l, cycloalkyl, substituted cycloalkyl, 
20 cycloalkenyl, substituted cycloalkenyl, heterocyclic, substituted heterocyclic, 
aryl, substituted aryl, heteroaryl, substituted heteroaryl; 

R 7 and R 8 are independently selected from the group consisting of 
hydrogen, alkyl, substituted alkyl, cycloalkyl, Substituted cycloalkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic, substituted 
25 heterocyclic and halogen; 

R 16 and R 17 are independently selected from thfe group consisting of 
hydrogen, alkyl, substituted alkyl, alkoxy, substituted alkoxy, amino, 
substituted amino, cycloalkyl, substituted cycloalkyl,\aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, heterocyclic, substituted heterocyclic and 
30 halogen; and 
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\ R 18 is selected from the group consisting of alkyl, substituted alkyl, 
alko*y, substituted alkoxy, amino, substituted amino, cycloalkyl, substituted 
cycloarkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
heterocyclic and substituted heterocyclic; 

R 20 is selected from the group consisting of hydrogen, alkyl, substituted 
alkyl, alkoxy ^substituted alkoxy, cycloalkyl, substituted cycloalkyl, aryl, 
substituted aryl, \eteroaryl, substituted heteroaryl, heterocyclic, substituted 
heterocyclic and halogen; 

R 21 is selected from the group consisting of alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, amino, substituted amino, cycloalkyl, substituted 
cycloalkyl, aryl, substituted, aryl, heterocyclic and substituted heterocyclic; 

b is 1 or 2; and \ 

X is hydroxy 1; and \ 

and enantiomers, diastereomers and pharmaceutically acceptable salts 
thereof. \ 

23 . The compound of Claim 22 wherein 
pyrazinyl, or pyridazinyl and Ar 3 is ; 

24. A method for treating a disease mediated bV VLA-4 in a patient, which 
method comprises administering a pharmaceutical composition 
comprising a pharmaceutically acceptable carrier and a therapeutically 
effective amount of a compound of Claim 1-23. \ 

25 . A pharmaceutical composition comprising a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a compound of Claim 1- 
23. \ 

26. A method for binding VLA-4 in a biological sample whichVnethod 
comprises contacting the biological sample with a compound of Claim 1 
under conditions wherein said compound binds to VLA-4. \ 





tAr is pyridinyl, pyrimidinyl, 
stituted phenyl. 



